Supplementary Figure 3. Separate whole genome duplication clusters in Patient 1.
There were two separate clusters of SNVs that occurred before whole-genome reduplication but were not truncal, rather they were present in all primary and lymph node samples and in all metastases separately. The CCF-CCF distributions show the two clusters are entirely distinct. The dominant mutational process in this patient is cytosine deamination, which is the result of aging. We reanalysed Hoadley et al. 2016 using a stricter and more conservative bioinformatics analysis and confirmed that in Patient A7 (A) and Patient A1 (B) all lesions were of monoclonal origin. Previously inferred polyclonality was supported by few mutant reads of unclear significance and confounded by missed copy number events. We reconstructed the phylogenetic tree for this patient using parsimony prior to subclonal deconvolution. We generated new methylation clock data from an orthogonal cohort of early breast cancers with matched tissue and ctDNA previously presented (Barry et al. 2018 ). Having only a couple of tissue samples and matched ctDNA we performed a simpler analysis of correlation between haplotype frequencies in the ctDNA and in each of the tissue samples. Plots show significant correlations between solid biopsies and ctDNA in this cohort, confirming the robustness of clocks in a separate independent cohort. Panels display clocks ZNF454 and IRX2 for Patient 6 (A and B, respectively) and Patient 16 (C and D, respectively).
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